SHOTWELLZ CARR, INC.

SERVING THE FDAJEPA/USDA REGULATED INDUSTRIES SINCE 1974

3535 FIREWHEEL DR., SUITE A, FLOWER MOUND, TX 75028-2628
PHONE (972) 355-9700 Fax (972) 355-9984

December 1, 1999

Dockets Management Branch
HFA-305, Room 4-62

Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

RE: Suitability Petition

Dear Sir/Madam:

E-MAIL: mshepart@shotcarr.com
Web Page: www.shotcarr.com

SUITABILITY PETITION

Enclosed are four copies of a suitability petition we are filing on behalf of Tyler Group,
Inc., St. Louis, MO. The petition requests the Commissioner to permit Tyler Group to
file an abbreviated new animal drug application (ANADA) for enalapril maleate tablets
having a different dosage form (palatable, chewable tablets) than that of the listed
approved new animal drug (Enacard® Tablets, Merial, Ltd., NADA 141-015).

Please do not hesitate to contact us if additional information is required at this time.

Sincerely,

/{Wa £ hpea

Mark L. Shepard, M.S.
Vice President

Enclosure
Cc: Tyler Group, Inc.
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November 30, 1999

Center for Veterinary Medicine
Food and Drug Administration
Metro Park North Two

7500 Standish Place
Rockville, MD 20855

Dear Sir or Madam:

Please accept this letter as authorization for Shotwell & Carr, Inc., to act on behalf of Tyler Group, Inc.,
in regard to all matters pertaining to the Food, Drug and Cosmetic Act, as amended.

Sincerely,
William B. Moskoff W
President



SUITABILITY PETITION

Petition Filed By:
Tyler Group, Inc.
11960 Westline Drive, Suite 180
St. Louis, Missouri 63146

Proposed Product:
A Palatable, Chewable Tablet Form
of Enalapril Maleate

Date: November 30.1999



SUITABILITY PETITION

The undersigned submits this petition under 5 12(n)(3) of the Federal Food, Drug, and
Cosmetic Act, to request the Commissioner of Food and Drugs to alow the filing of an
abbreviated new animal drug application whose dosage form differs from that of the

approved new animal drug.

Name: > / ///3(;/?7
Title /\W - (D/ate)




Action Requested
The requested action is for the Commissioner to permit the filing of an
abbreviated new animal drug application (ANADA) for our proposed product

which differs from the approved pioneer product as follows:

Pioneer Product (Reference Drug)

Enacard® (enalaprii maleate), NADA 141-015, approved by the Center for
Veterinary Medicine on February 24, 1994, sponsored by Merial Ltd., is an
immediate release tablet indicated for use for the treatment of mild, moderate
and severe (modified New York Heart Association Class I, 1, 1V) heart failure
in dogs. It is offered in five tablet strengths containing 1.0 mg, 2.5 mg, and

5.0 mg, 10.0 mg and 20 mg of enalapril maleate.

Proposed Product
The proposed product is a palatable, chewable tablet form containing 5.0 mg
enalapril maleate, which will be indicated for use in dogs for the same

claim(s) and will utilize the same oral dosage regime as the pioneer product.

Statement of Grounds
Disease states for which enalapril is prescribed frequently require long term

administration of the drug on an established programmed dosage schedule.



This schedule may require as much as twice daily administration. It is
sometimes extremely difficult to administer oral solid dosage forms to dogs
due to their reluctance to accept and swallow the medication. Thus, even
though the drug may be properly prescribed, if the pet owner meets
resistance in administering the drug then doses may be missed and the
animal will receive insufficient medication. The approval of this petition and
the ultimate approval of a generic animal drug application for a palatable,
chewable tablet form of enalapril would provide the pet owner with an
alternative product which is more readily administered and accepted. Hence,
the pet owner is more likely to be able to assure the animal is receiving the
proper dose of medication as prescribed by the veterinarian for the animal’s

particular disease state.

The legal basis under which this application proceeds is as promulgated in
the FD&C Act which allows the Commissioner to accept a generic drug
application for an animal drug product which differs in dosage form from the
pioneer or reference drug product. The dosage form for the proposed generic
product described in this petition is similar to that of the pioneer drug in that
both products are oral tablets, and both are immediate release dosage forms.
The only real difference is that this proposed generic product is in a palatable,

chewable form.



The petitioner is not aware of any information which would be unfavorable to

the granting of the requested action.

Environmental Impact

The Tyler Group, Inc., hereby requests a categorical exclusion from the
requirements of preparing an environmental assessment based on 21 CFR
25.30(h). This subparagraph provides for categorical exclusions for actions
such as the issuance, amendment, or revocation of procedural or
administrative regulations and guidelines, including procedures for
submission of applications for product development, testing and
investigational use, and approval. To the best of petitioner's knowledge, no
extraordinary circumstances exist which may significantly affect the human

environment as discussed under 21 CFR 25.21.

Economic Impact

An economic impact statement pertaining to (1) Cost (and price) increases to
industry, government, and consumers; (2) productivity of wage earners,
businesses, or government; (3) competition; (4) supplies of important
materials, products, or services; (5) employment; and (6) energy supply or
demand has not been prepared for this petition. Tyler Group, Inc., will

provide such an analysis if so requested by the Commissioner.



VI.

Identification of Single Listed Pioneer Drug

NADA NO. NAME OF DRUG COMPANY APPROVAL DATE
141-015 Enacard® Merial Ltd. 02/24/1994
Labeling

The following pages provide copies of the proposed generic product labeling

and the reference drug labeling.

Differences between the proposed generic product labeling and the pioneer

product labeling:

1.

2.

Changed “ ENACARD” to [Tyler Brand Name] throughout.

Added descriptor in several places that tablets are palatable and
chewable.

Removed references in the package insert which pertain to clinical
studies performed by the pioneer sponsor.

Added the following statement as the final paragraph under
“Precautions”:

“Due to the palatable nature of [Tyler Brand Name], store out of reach
of pets in a secured location. Severe adverse reactions may occur if
large quantities of tablets are ingested.” This statement is also added

to the side panel of the bottle label.



5. Added the following statement as the first paragraph under “Dosage
and Administration”:
“[Tyler Brand Name] tablets are palatable and willingly consumed by
most dogs when offered by the owner. Therefore, they may be fed by
hand or placed on food. Care should be taken to assure that the pet
has consumed the complete dose.”

6. Removed “Safety” section.

7. Changed signature blocks to reflect appropriate company name for the

proposed product.

VIl.  Certification
The undersigned certifies that to the best knowledge and belief of the
undersigned, this petition includes all information and views on which the
petition relies, and that it includes representative data and information known

to the petitioner which are unfavorable to this petition.

Name of Petitioner: Tyler Group, Inc.

Mailing Address: 11960 Westline Industrial Drive, Ste. 180
St. Louis, MO 63146

Telephone Number: (314) 2059033



PROPOSED LABELING



Front Panel

[TYLER BRAND NAME]
(Enalapril Maleate)

5.0 mg.

Chewable, Palatable Tablet
For Dogs

CAUTION: Federal (USA) law restricts this drug to use by or on the
order of a licensed veterinarian

Net Contents: xx Chewable Tablets

NADA No. xxx-xxx, Approved by FDA

Manufactured for:

TYLER GROUP, INC.
ST. LOUIS, MO 63146



Side Panel

PROTECT FROM MOISTURE

INDICATIONS: Treatment of mild, moderate, and severe (modified New York Heart
Association Class I, 1ll, 1V) heart failure in dogs.

CAUTION: Due to the palatable nature of [TYLER BRAND NAME], store out of
reach of pets in a secured location. Severe adverse reactions may occur if large
guantities of tablets are ingested.

See Package Insert for Complete Indications and Use Directions

Store below 30” (86°C) and avoid transient temperature above 50°C (122°F). Keep
container tightly closed. Do not remove desiccant.

KEEP THIS AND ALL DRUGS OUT OF REACH OF

CHILDREN

Lot No. Exp. Date:

10



Package Insert

“[TYLER BRAND NAME]" Prescribing information

TABLETS FOR HEART FAILURE IN DOGS

CAUTION

Federal (U.S.A.) law restricts this drug to use by or on the order of a licensed
veterinarian.

DESCRIPTION

[Tyler Brand Name] contains the maleate salt of enalapril, a derivative of two amino-
acids, L-alanine and L-proline. Following oral administration, enalapril (a prodrug) is
rapidly absorbed and then hydrolyzed to enalaprilat, which is a highly specific, long-
acting. non-sulfhydryl angiotensin converting enzyme (ACE) inhibitor. ACE is a
dipeptidase that catalyzes the conversion of angiotensin | to angiotensin II.
Angiotensin 1l is a potent vasoconstrictor which stimulates aldosterone secretion by
the adrenal cortex. Inhibition of ACE results in decreased plasma angiotensin Il
levels, which leads to decreased vasopressor activity and to decreased aldosterone
secretion. ACE inhibitors are neurohormonal antagonists that are balanced (both
arterial and venous) vasodilators resulting in decreased preload and afterload. The
overall effect of enalapril treatment is a decrease in the workload of the heart
resulting from both arterial and venous dilation and decreased fluid retention.

CHEMISTRY

[TYLER BRAND NAME] tablets contain the maleate salt of enalapril, the ethyl ester
of the parent diacid, enalaprilat. Enalapril maleate is chemically described as (S)-
1(N-(1-(ethoxycarbonyl)-3-phenylpropyl)-L-alanyl)-L-proline,

(2)-2-butenedioate sale (1 :1). The empirical formula is C20H28N205 «C4H4O4, and the
structural formula is:

CI:H' CHCOOH
‘ Q-cu,cu,?mucn-com . e

COOH PO
COOCH,CH,

INDICATIONS

[Tyler Brand Name] is |nd|cated for the treatment of mild, moderate, or severe
(modified NYHA Class 112, l®, IV®) heart failure in dogs. (See CASE MANAGEMENT
section for etiologies and appropriate conjunctive therapies.)

1



2 A dog with modified New York Heart Association Class Il heart failure develops

fatigue, shortness of breath, coughing, etc., which becomes evident when
ordinary exercise is exceeded.

b A dog with modified New York Heart Association Class Ill heart failure is
comfortable at rest, but exercise capacity is minimal.

© A dog with modified New York Heart Association Class IV heart failure has no
capacity for exercise and disabling clinical signs are present at rest.

DOSAGE AND ADMINISTRATION

The recommended starting dose of [Tyler Brand Name] in dogs is 0.5 mg/kg
administered orally s.i.d. (once daily) with or without food. In the absence of an
adequate clinical response within 2 weeks, the dosing frequency may be increased
to b.i.d. (twice daily) for a total daily dose of 1 mg/kg. The clinical response should
be evaluated based on criteria that include a physical exam, degree of pulmonary
congestion/edema demonstrated on chest radiographs, the level of activity displayed
by the dog, and exercise tolerance. This dose increase may be initiated earlier if
indicated by worsening signs of heart failure such as increased pulmonary
congestion/edema, decreased level of activity or decreased exercise tolerance.
Dogs should be observed closely for 48 hours following initial dosing or after
increasing the dosing frequency for clinical signs consistent with hypertension such
as weakness or depression. In addition, renal function should be monitored closely
both before and 2 to 7 days after starting treatment with [Tyler Brand Name].

Dogs should be receiving standard heart failure therapy including stable doses of
furosemide, with or without digoxin. Dogs should be receiving a stable dose of
furosemide for at least two days before treatment with [Tyler Brand Name] and, if
included in the treatment regimen, a stable dose of digoxin should be administered
for four days prior to initiation of therapy with [Tyler Brand Name].

In the event that clinical signs of hypertension or reduced kidney function occur or
that a significant increase in the concentration of blood urea nitrogen (BUN) and/or
serum creatinine (CRT) over pretreatment levels is detected, refer to the
PRECAUTIONS section for appropriate response.

[Tyler Brand Name] tablets are palatable and willingly consumed by most dogs when
offered by the owner. Therefore, they may be fed by hand or placed on food. Care
should be taken to assure that the pet has consumed the complete dose.

[Tyler Brand Name] is available in 5 mg tablet strength.

12



CASE MANAGEMENT

Because of the treatment of dogs with heart failure, it may be necessary to
consult with a veterinary cardiologist or internist.

[Tyler Brand Name] is indicated for the treatment of dogs in heart failure due to
mitral regurgitation (chronic valvular disease) and/or reduced ventricular contractility
(dilated cardiomyopathy). Conjunctive therapy which should be used with [Tyler
Brand Name] consists of furosemide and digoxin in the treatment of dilated
cardiomyopathy, and furosemide with or without digoxin in the treatment of chronic
valvular disease. [Tyler Brand Name] acts to ameliorate the clinical signs associated
with heart failure rather than to reverse the degeneration of the atrioventricular
valves or to resolve the underlying myocardial disease in dilated cardiomyopathy.
Efficacy against heart failure caused by etiologies other than mitral regurgitation or
dilated cardiomyopathy has not been demonstrated.

DIAGNOSIS AND MONITORING

As the heart failure disease syndrome is complex and usually requires multiple
therapies, it is important to establish an accurate diagnosis. Diagnosis is based on
procedures such as a complete physical examination, auscultation,
electrocardiography, radiography, echocardiography, and pertinent laboratory tests,
including hematology, clinical chemistry and urinalysis. Dogs should be evaluated by
assessing the class of heart failure, severity of pulmonary edema, appetite, level of
activity, mobility, and cough prior to initiating treatment and again two (14 days) and
four (28 days) weeks after starting treatment. Client observations are important in
the successful monitoring of treatment. During long-term therapy, dogs should be
evaluated approximately every three months unless conditions require that individual
dogs be monitored more frequently. For dogs receiving digoxin therapy serum
digoxin concentrations should also be measured at these times or if indicated by
inappetence, vomiting or diarrhea.

In addition, pertinent laboratory tests, including hematology and clinical chemistry,
are to be performed with attention to monitoring BUN and CRT concentrations.

CONCOMITANT THERAPY

[Tyler Brand Name] may be used concomitantly with other therapy, which may
include furosemide, digoxin, antiarrhythmics, beta-blockers, bronchodilators and
cough suppressants for the treatment of heart failure in dogs. [Tyler Brand Name]
may be used in combination with sodium-restricted diets. The safety of [Tyler Brand
Name] when used concomitantly with other cardiovascular drugs (e.g., vasodilators)
has not been established.

13



PRECAUTIONS

Renal Functions

The use of diuretics is considered an important part of therapy for heart failure. The
result is that some dogs are kept in a volume-depleted (slightly dehydrated) state to
control their heart failure. If cardiac function is impaired, the relative volume of blood
reaching the kidneys is decreased, leading to pre-renal azotemia. The renal flow,
already impaired by heart failure, is further compromised by volume depletion. Pre-
renal azotemia is exacerbated. In normal dogs, pre-renal azotemia is confirmed by
examination of urine specific gravity; however, administration of diuretics renders
this diagnostic test invalid.

Clinical manifestations of the heart failure syndrome may include pre-renal azotemia,
which is defined as an elevation in BUN and/or CRT with a normal urinalysis. This
usually results from decreased renal blood flow induced by impaired cardiovascular
performance. Compounds that cause volume depletion, such as diuretics or
angiotensin converting enzyme inhibitors, may lower systemic blood pressure, which
may further decrease renal perfusion and lead to the development of azotemia.
Dogs with no detectable renal disease may develop minor and transient increases in
BUN or CRT when [Tyler Brand Name] is administered concomitantly with
furosemide.

1. If clinical signs of hypertension or signs of azotemia develop, the dose of
furosemide should be reduced first.

2. If signs of azotemia continue it may be necessary to further reduce the daily
dose of furosemide or discontinue administration.

3. If there is still no improvement in clinical signs, dosing with [Tyler Brand Name]
should be decreased in frequency to once daily if being given twice  daily, or
discontinued.

4. Renal function (BUN and CRT) should be monitored periodically until it returns to
pretreatment levels.

5. Appropriate fluid therapy, carefully monitored, should be considered if the above
steps do not reverse azotemia.

Due to the palatable nature of [Tyler Brand Name], store out of reach of pets in a
secured location. Severe adverse reactions may occur if large quantities of tablets
are ingested.

USE IN BREEDING ANIMALS
Safety of enalapril in breeding dogs has not been established. Use of enalapril in
pregnant bitches is not recommended.

Keep this and all drugs out of the reach of children.

In case of ingestion by humans, clients should be advised to contact a
physician immediately.

14



ADVERSE REACTIONS

Enalapril is generally well tolerated in dogs. If adverse effects associated with

azotemia are observed, refer to the PRECAUTIONS section for recommended
action.

Azotemia
Azotemia may be based on the veterinarian’s medical opinion (clinical signs or
laboratory values) or defined as a BUN value of >50 mg/dL and/or a CRT value of

>2.5 mg/dL, since dogs in heart failure and dogs receiving furosemide have higher
values than normal dogs.

Other Clinical Observations/Adverse Reactions

Some clinical observations may be attributable to treatment with furosemide and
digoxin, and to the disease process itself. These include polyuria and polydipsia,
depression, lethargy, ‘anorexia, and decreased activity. Vomiting and other signs
associated with the gastrointestinal tract may be seen as a result of cardiac

glycoside toxicity when digoxin is administered in conjunction with furosemide or
furosemide and enalapril.

STORAGE

Protect from moisture. Store below 30°C (86°F) and avoid transient temperatures
above 50°C (122°F). When not in use keep container tightly closed. Do not remove
desiccant from the container.  Subdivision of the product package is not
recommended, as the product should be stored in an airtight container.

HOW SUPPLIED
Tablet are supplied in bottles containing xx tablets (with desiccant).

Manufactured for:
Tyler Group, Inc.
11960 Westline Drive
St. Louis, MO 63146

1199
Made in USA

15



REFERENCE DRUG LABEL

16



£

¥

0 3085 308 o s Sunrsucv e i

Lot No,: 990260
Exp: Nov oo

il

]

¢

Fnacard®

(enalaprilmaleate)

Tablets for Dags
30 Tahlets/5.0mg

v wﬂg,a A ,_uum_.a(u\ﬁss.

Fnan ey 42858y S

“ovHssp ol 00 o s Ayl ey
o T 1) 0 S AR




ENACARD®

{erakapeil ralecte)

TASLETS far HEART FAILURE In D0GS

CAUTION: Fedor (SA) taw g 40 sse dy oF on the order of a

ENACARD i indicated for the trsatmment of mid_ moderate, or Severe [imockied NYHA Class -
appropeate

u(u).(“M Mﬂ]mmnm(s;mwman sechon for siolagies a0

A mmodiﬁmﬂwYmnmAmmamﬂmmmmmm
"'uﬂ which hecomes evdent when oninary exercrse i Exteeded.
muqmmmummnmmmmmmunsmmumm

(CYY mmmvmmmmvnmmmmmmm
M&nﬁq ical $igats are present at rest.

shoukd be receiving standand heart fajlure including statve doses of furosemide, with of
mm . sﬂ?ﬁuum‘uamm furosemade for at Jeast two days before treatmeat
with and, it included in the ragEmen, 2 Sabie of digm shouid be administered
for four days proc tn initiation of theragy with
mmmmwmmmummmwamamum
8 the concentration of bood urea nitrogen (BUN) acxiior serum creatinine (GRT) over preqeatment iavels is
detected, refer tn the PRECAUTIONS section for 2ppropeiats respanse.

dogs 3
ENACARD ts availabla in 5 tatiet strengihs:
Takint Coloc Product ¥o.
1.0mg Green 48501
25mg . Blys 45502
wamg Yel &5
omg White 48529

msmmmnr 8mmummwmwummnuw-nmum il may be
necessary to consult with a vatesinary cardiciogist or infernist,

ENAGARD is indicated for the Lreatment of dogs it ~eart failurs due to mviral requogttation (chronis valwlar
mmw:eaum venticuiar coRractiny (G CaTeyopathy). Cmpmmmmmnsnnum

viith ENACARD consrsts of furasemida 2na aigoxn T treatment of okaeg . ang
hnmﬁewnnorwmwtdxgonnmmumm: chionic atvutr disease, EVACARD acts o amelorate
the clinical Signs associated with beast failure rather than Lo faverse tre degensraon of the athoventbutar
vaives of to resolva the undertying myocandial Grseas mm caronyopasy. Efficacy against heart
failure caused by etiologies other than mitral diled has not been
gemonsirated.

mmmwnsmnmmmmmsmmmwmmmm
therpees, it is imaortant [0 establish an aocure SANISS. Sagnos's S 253 3 procedures such 35 2
mmplete physical examination, auscutiation, elecrocardiograghy, FGI0QIaDIY. Admmmqranny and
yertinent taboratary fests, including hematology. c3cal chemstry and unnalysss. 1 cineal stuties. dogs
were evaluated by assessing e class of heart ‘shure, Sivenly of pamanary adema. appebte, leved ot
activity, mability, Mmuohunommnnnmnmnammmﬂdmimlmmzadxvs)mks
after stanting treatment (See EFFICACY sectiom. Client chservations are impartant in the successtul
moritnring of treatment. During lond-fenm [herapy, 300S wers vaiaten aporoarately every three months
uniess conadions required that snaividsat dags te moritore more frequantly. F'x dogs racenng «rqnnn
Merany. SerUM diguiin CONCENTADONS were 2iso asured ¥ Tiese Imes of i vercaled by nappel
0iONG Or didsmea,

In addition. pernnenl taboratary <2515, ackuding "ematology sd clmeal chemsSy were performed with
aitention to mondaring BUN and CRT concemmers.

STABILITY: ENAGARD lablets have 0oon shown to Se s@ple Yo 24 months 21 room sampesature.

CONCOMITANT THERAPY: As estalished during cimeal stases, ENACARD v 02 used cﬂnmm:lanlfv
nth athee herapy. which may include furgsemiae, Sxoxin, ararhythovacs, eta-ockers. Jronchiodiatol
2nd cough Supgressants, for the traatmsnt of Reart “dure 10 sops. ENACARO may Ce used wmlmunn
with sadium-tesmcied diets, The safety of ENACARD when sed cancomitamy with other carhovaseutar
drugs (2.0 vasoddatars) has not been establishea.

PRECAUTIONS: Renal Function: The use of diureacs  conswered an enportzst st of ineragy lor heart
faiture. The resuil 1 Ihat Same doas are kent in a vaesme-deoistag ésliattv defivairated] state ta contral thesr
heart fadure, if cardiac function 1 impareq. e reiate voiume of hisoa reaching ine kidneys s decreased.
‘s 10 fite-fenat azatermia. if e renal fow, airsady wmpxnag by beart failure. s futher compeomised by
volume neulemm Dre-renal az0teama 1S exapersamn. N RO 04S. JTe-TENA 20 1S confimmeq by
ton of unne spectht gravily: nowever, zoministraton of drireDCS rangees s dagrosuE fest

nvaud in olxmcal tnais. the qre-treatment serum ctemistry grofifes shawed cat the mean 8UN vas

23.7 mgrdt. ang the mean serum CRY w5 1 27 'maL acating Tt 40gS .1 heart falure recewing

therapy may have mBUN ang SAT.

Ctnicas manifestations of the heast falure syngrome ~ay incluge pre-reral amtermea, wineh  defined asan
mnmﬂu"umrcmmmumnw:mmmmmlmmmw l00d flow
nduced by impas that Cause vxume depiehon, such as
diuretics o lnqmlwsm converting enzyme 'nmlam 3y ower Sysiemic ood urmm vihtich may
further decrease renal perfusion and lead o the cevainpment of azotemaa. Dogs wilh 60 detectable renal
dhrsease may develop minor and transient ncreases v BUN or CAT atien E'MCARO i$ adminisiereg
concomitantly vath a furosemide.

1. ltdi:unlsiqnsnlhypmemnursrqmlammnuevmmmmmmmamm

zlmgnsolamiemnmmnuut tia srecessary to furthes reduce the daily dose of the
Iul'asefm\iem«ml:onruu.waﬂunmav y
3 IrMsmnnoummwmmdmsmﬂﬁAmmnadWm
i aly. of gscontn
. mmnm(auummnmwm . it teums o

5. MWM!ﬂurMhmw caretylly monitored, shoutd be considered if the above steps da ot

Usein Mlmlr. o nl in breeding dogs has not been estabdished. Use
Mn Safay enalann ing dogs has o of enaiapnd in

mmmaﬂmmmmuwumm
Inmatﬂm«wmm ised to contact a

mmstamnans:EmARDhasoemumnsmmem wedl tolerated in controied,
fiedd and cimeal wmmox?wmmgummmaﬂanm

mez‘m srummmw’slmlmmm

. ang gigoxn) were ysed in conjuncive
therapy. agverss reacnons were difficuil to vith 3 gartioular adverse assncuated
wmmmmnmm mmnwmmwmus nwﬁ%lelu s

Aeotemix; tn chinical studies. 2zolemia was based on the clinical investigator's medicat ogion
SIS 0F mmmmwmuammmzﬁmmaﬂfmdﬂﬁmuldL
sifice dogs i heart fiture and dogs recening a diucesic have higher values than nnmulnous.

There was na significant difference in the prevalance of azotemia m‘m standard theragy and
witty thosa recening standard theragy and D.Ufmaoqsmwmﬁeld

1ies, arnlemia a5 mmmmmmzs%mnsmm theeapy and
ninooandmm?". dgosmmmmm enaiaord. Amtemia was the cause of
mmmm mmymu..mnudogsmsmmmmmymmwmmam

dogs g Iy

mcnmmmwumn isas: Same clnical to treatment

and digaxin and to the gisease process wsett. Thesa mdud&  polyuria and palydipsia,
dzuussum iethargy, anorexa, and decreased attivity, Vemeting and other signs associated with the
mmmwmmaamofmmqmmm&msmln
conuncoon with hirosemida of turasemide and ENAGARD.

Mo statisheally significant differences in thy e of clitical 5igns were reparted between dogs given
mwmnmmmq&m WM“E%MCM Clinical observations/atverse

butated 35 faliows.
Provalence of clinical cbsarvalions/adverse reactions reposted in controlled and cpen-iabel fizld clinical
snmleslnvnmm dogs that wera treated for up to 5.5 months:
Kot %ﬂd
Qhsarvations %. Nu i
Oeatic Tots 64 03
Heart Fallure 19 18
Sutden 28 17
Other 19
i )/ n;luh:d:. gattritis, o7 gastronntaritis s o
or 2
nnm o upset stomach 1.1 12
Dianhes, hm,umnm ot soltfaces 155 172
Chrealatory: Hemoptysis 80 o8

= i

Antrythenia, atriai fibrillation, cardiss amest, = 4
veetricular bachyeardia’ 1.1 28
04 09
Genenat: Latturgy, depression, listiassnpse,
.é":a-am r stuggishaess 121 ®nr
Trembiing, § 19 00
Weakaess, ataxia. immobllity, weak hind fimd, s 52
mmmwwu imsalancs or hyperiatemha 26 8
Pom.u. solydigsla 09 X}
04 26
Austtessness, anxisty (1] 09
Weight lozs 11 03
Renal; Aratemia (clinicalsiges ar 8UN 250 CAT22S 7 2
m!mm' i o zg:n 84.3
Reual Failsre 4 [
* Removed frant tiady
Croniat o il s el e 5 (O L AU Do
ribed a5
L«uawt)i—nrnm (zynmemm sat n 1). The empincal formuta is CopHagyOg:GeHs04. and m)e
ENCOON
CH,C omc °
O_ HCpomcH—a p  CHOOOM
lc"l
SAFETY: Humnmumdmmmmlmmmmmsw 19%)
for up to one year shawed no adverse changes. Dogs in 2cte and sub-scute toacity studies 2ise W(

i trnimendmiluuﬂiua 10 20, 90, 4 mummwmwhrsmunmmanm
aral toxicity study, death was cbserved at 200 my/kg, but no efect was aoted at 100 riykg/day. In stuties
lasting one o three months, death was observed in dogs administered very high doses of 30 and
90 observed in emesis, anrexa, dmasedamvnty

. Signs these dogs consisted of emesis, wwnhs.
mm.:mmuwmomnrwmmm uym
necrosis, tubular casts, crystals and mineralization, tubiiar ced cytaplasme vaculation and l!usdy
dsmbutedhpwsmmmmuarnellswasohuwed.‘ wmﬂedofmumaun
and serum pomssium wath decreased serum chiride. ¥a drug changes were sesn on dlectro-

Dags i heart taflues: The salety of endlaped dmwmmmmmmmm
at mmnmmeﬁmdousmmm I these studies,

clinical obsenvationsfadverss
mnls) (Semmmm% mr?'?"f (mm et ad gasto



EFFRCACY: Results of the cinical studies demonsirats at treatment with ENACARD results in unproved
exercise toierance and incraased survival time with improved qualty of Bfe in dogs with ruid, moderate, o
m(ﬂmﬁeﬂmﬂassll HI, W heart failure.

E!ﬁw.wtammnmetsmsmﬁmw:nmtmmdmdmmm&nmmamm
vohyme averload caused by cheonic valvular diseass {mitral reguegitation) gr reduced ventricular
contractifty caused by dilated cardiomyopathy. Effcacy of fmmmmmuwmmw
compketion of treatment in aft studies. Evaluations included physical examination.
of cfinical vamhhs (class af haart failure, guimonary edema, activity, attitude, mwﬁw muurunq
nd appetite), electrocardiographic, hemadynamic (mean biood pressure. pulmonasy capitary
wadge pussm. cardiat outaut, pulmanary artelv pressure, stroke valume, Systemic vascular
), echacardiogranhic {pre-gjection period, teft ventricular election time, shortening,
end diastolic diameter, end systolic diameter, velocity of circumferential fiber shortening} and
ic examinations, as well as complele biood Counts, ssrum chemustry profiles, urinziyses
SN digoxin concentrations. Bumqmmlumm\mandmnm lovels were aenansihe
wmunetdum\sfwmmwmmdpmmmmm i, Following the addition
of enalagni, in Some cases dosages were increased a¢ decreased beyond label dinection as clinical Signs
i

1. Dose Selsction Studies: Two controlisd-doss selection siudies were conducted using 15 dogs with
induced heart failure. HunhﬂummsMumnymemwmasmnnfmmm

indieator f efficacy becausa elvated wedge %mmsw %ofmm
i
meﬂmmmmhw!hnm;\m 3.5 ":re'umnn

{p<0.05) gecreased mean % alshowsatuommeﬁmunmfoumm
do;tsnwnwemuzsmwmmm 75 mg/kp did not provide additionat henefit aver that evident

it. mwwmnMAmubeulnus:ﬁg?Psﬁ%ﬁ&wmﬂu«eﬂﬂdmol

and weig| o smummmyr

Emmm(womr-los(m dmom (umeouso-zsmmw«xy]
additiol dmaDonswul efther piaoeo or

approximately 0.5 mgrkg b.id. (range 0.373-0.646 mg/kp) lor approximately 21 Om the hm
24-hour periad after iniation of wmgmnmmmm 4 hunw/mw tuys was observed
in the . Relative to baseline, mean nulrmnary capilary wedge pressu mﬁmty
(pcoosi decreased twlsmrsumngmunm heart rate decreased sgmﬁun\ty(mMuaM howrs
ane over the first 24 hours following initiation of treatment. and scores far class ol heart failure and
edema improved Significantly {p<0.05) after three weeks of treatment in the enaiaprit group
compared to the placebo group.

i, Short-Term Efffcacy Study: A double-blind study was conducted at 19 sites and mcluded 190 dogs
with moderale and severe hearl failure. Dogs of varigus breeds, auen 2.5 to 17 years ang weighing
24 mms;x_ wert included (n the study. All dogs received Sta m;zstnrhunhxlm {furosemide
(ranqsofu lOMmWGav)wrthmwmutdwmn(ungeofz mog/kn/day)} in addition to
085 mmmnerplmormmmmmmunmmwosmmun o
m (mg: ol 0.383-0.723 maAg) tor anpmmmcb 28 days. Treatmeant was administered s.i.d. for
approximaely the 14davs after which nmsmawnadmeupuonommanlnedmtoum
mmsm Inr tha ramaining 14 dave
Sigmficantly (vdﬂﬁmre dogs in 1he placebo group were removed from the smdr because of an
failure or death compared to (he enalaprl qmuuu;wo and four weeks after
.09} 4 relative

ivnn-u-uwnammuwsmrmmmwnnmdmrsnammmummswm
miid, moderate, 0 Severe {modi mmmumormneanmuu of various breegs, aged
1.5 to 18 years and weighing 1.9 10 61.0 kg were included in tha study. tablets were admmxsmeﬂ
mauysm«;rmammmyosmwmmuzzsamm)mn

axcent 11 dogs received standard therapy for heart failure [furosemide (range of 0.52-11 mmmmy)
with or wi m&wm(wntuz-zmmwmmlemredeﬁmwvuws.m uding ciass of
heant failure, puimonary edema, activity, mobility, attiude, total cough, appetite, and averail evatuation,
mmmmmwommpmmmmﬁmmmmmnmmmmm

v. Long-Term Efficaey Study: A mufticentee study was perfonmed to determine (he long-term efficacy of
ENACARD and survival in dogs with moderate and severe heast failure. This study was conducted at 14 sites
armauuﬂau?lamAllawswwnmormlwmammmewosmsmor
i, ( of 0.363-0.738 miykg). In addfibon, ail dogs received standard therapy for heart failure that
nciuded {furosemide (range of 1.28-8.67 mwwuay) wilh or without digoxin (range of 2.06-26.04
meyykgday)). Ongs were evaluated periogically for up 10 15.5 months. Tha primary endpaint in the study
was death af removal fromm the study due (o an incredse in the degres of heart failure, negessitating
untlinding of treatment, Survival was significantty (p<0.05) langer in the enalaprit graup {165.3 davs)
compared 1o e placeba group (86.1 days).

vi. Exercise Valerance and Survival Study: A laboratory Study was canducted to datermine the elfect of
ENAGARD on exercise tolerante and Surviva in 18 dags with surgicaily ingubed heart failure. Heant failure was
induoed by surqically remioving a section of the mutral vave 1 0 5 munths prror to testing ENAGARD.
\mmsswbywmwdwsoaammmmlnm!suuluennaysaswenas summwua
pamataumonmm1 . Dogs ware traated orally witk either enatapni at approximately

equivalent placel reatment vas administesed 5.4, lor the frst 10 days and bid. thereafier nrme
mm\dua!masmdyumngmemmm cardipvascutar theray was administered,

After 80 days of therapy the dogs in the enalapnl 2mnn ran significantly {p<0.01) tonger than the dogs in
the placebo group. The mean running fime was 5.8 minutes in the placebo group and 16.4 minutes in the
enalapril graup. All dogs in the enalanm gfoup ran leger than they did prior lo starting treatmen, whereas
none of the dogs in the placebo group fan leger than tey did prior to Starting treaiment, In the placebo
group, 2 o 9(222%) doqssumvwwuysmmwedtosmofs[ 7% dogs in the endlapril
{roup aver the same period. Yhe study resuls demonstrated that dogs ireated with enalapril hag improved
exercise tolerance and survived longer relative to contrals.

RESULTS OF CLINICAL STUDIES
Study auqm Placebo
linea) Pararuaters LT O (TR )
u%( Hg)® Sty 0.25 mgfg .82 0.2
jmmj 1: 0. 2 .. -
o B BRI
1 Doce Gonieats Umg 4B £33 -
il. Dose ol v .
PBWP( mitg) 1 42 135 45 095 68 57
Heatt Rxle (baris/min) 2 “ 100 56 129 69 123 &1
Class o heart fuifure 500 375 S1.1 167 90 A1
Pulmanacy edemma $ 00 625 428 157 &0 17
Qvenall evatuation 636 506 T4 28 40 24
{IF. Short-term Etficacy
Class ot hsart Mflm‘ 741 6.8 093 W3 sy Q3
Puimanary etiama 4 4.0 @24 ua 310 328 B8
Overall evaluation 0 129 857 02 43 N8
iv. Qpan-Label
Class of haart fatlove ¢ 638 720 51t - -
1y edema 4 420 88 550 - - -
Ovenll evaluation $ 56 a1 T4 - - -
v, Long-ierm Stul
Sunival (uu':'m deathjtallurs) 1653 1238 1419 6.1 WBT 6T
Vi Exsicisn Tolarance snd Brvival Stody ) :
llnumm.«m(u:m:)‘ [ S - |1\ -
Percent suniving (o 357 days 24 - - n - -
1 Puimionury vepiiary wedge mmm. ciang from baseliie ut 8 hours after restment,
g mwmmww‘ " .:a:um»manw
4 purcont improved ofr {057 weeks of theepy. 2 il egargiation
5 Rrening time ey, 00 sher 60 days of therapy. Bgjitated carslomyopatty

WW'E& sdhfet strength is supplied in bottles containing 30 tablets {with desiccant).

~10M MOISTURE. Slore telgw 30°C (85°F) and avaid trangient wnpetalmes above
ﬁ'&%”"&"ﬂa, am vse keep container tightly closed. Do not remove desiceant from the container,
Sumivssn . ~u:m,dum packags is not recommiended, as the product shou'd be stered in an Airtight
container.
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